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Abstract 

Aim: Myocardial infarction (MI) is a major cause of death globally with a rising incidence at a younger age. Subclinical hypothyroidism (SCH) is an asymptom- 
atic condition with raised serum thyroid-stimulating hormone (TSH) and normal free thyroid hormones. SCH has been linked with MI previously, but local data 
are not available. The present study was done to determine the relation between SCH and MI in young men from the local population. 

Material and Methods: The cross-sectional study compared male patients with MI (n=75) with age-matched controls (n=75) for the presence of subclinical 
hypothyroidism and other clinical risk factors including blood pressure, waist circumference and fasting blood glucose (FBG). For the assessment of SCH, serum 
thyroid hormone profile was done, including TSH, free tri-iodothyronine (fT3) and free thyroxine (fT4) levels. 

Results: The incidence of SCH in MI patients and healthy control subjects were 12% and 5%, with the difference being statistically insignificant (p=0.15.). No 
differences were observed between the two groups in thyroid hormone profile and other clinical risk factors studied. 

Discussion: SCH does not appear to be associated with an increased risk of MI in local population of Pakistani men. Considering the study limitations, larger 
prospective trials are warranted to inform robust outcomes. 
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Introduction 

Myocardial infarction (MI), a condition characterized by 
irreversible ischemic damage of the myocardium due to 
obstruction to coronary blood flow, is a major cause of 
death and compromised quality of life of survivors globally. 
Many modifiable and non-modifiable risk factors of MI have 
been recognized over the years, including family history, 
smoking, obesity, dyslipidemia and psychosocial disorders 
[1, 2]. Subclinical hypothyroidism (SCH) is an asymptomatic 
condition characterized by raised serum thyroid-stimulating 
hormone (TSH) levels and normal free thyroid hormones, 
including free triiodothyronine (fT3) and thyroxine (fT4). 
SCH and overt hypothyroidism share causes, which include 
iodine deficiency, autoimmune thyroiditis, surgical or ablative 
procedures induced, and certain medications [3]. SCH has been 
proposed as a risk factor for hypertension, hyperlipidemia and 
hyperhomocysteinemia, which are also associated with the 
pathophysiology of cardiovascular diseases [4-6]. Overt thyroid 
disease is a known cause of atherosclerotic cardiovascular 
abnormalities [7]. Subclinical thyroid dysfunction itself is linked 
with cardiac diseases due to the sensitivity of the cardiovascular 
system to thyroid hormones at the cellular and molecular 
levels [8]. Thyroid hormones influence cardiac myocytes via 
both genomic and non-genomic mechanisms and stimulate or 
suppress the transcription of specific target genes involved 
in the maintenance of cardiac integrity [9]. Nonetheless, 
adverse cardiovascular outcomes due to subclinical thyroid 
abnormalities remain contentious and unclear, and local data 
on this aspect are missing. Furthermore, the benefits of mild 
SCH treatment in the prevention of MI remain controversial. 
The present study was conducted to highlight any potential 
nexus between SCH and MI in the local population of Pakistan. 


Material and Methods 

The cross-sectional comparative study was conducted in 
compliance with the ethical principles outlined in the Declaration 
of Helsinki. Adult male patients (n=75), between the ages of 
18 to 55 years, admitted to Punjab Institute of Cardiology, 
Lahore, Pakistan following an acute MI (Group 1) were recruited 
through a non-random convenience sampling. There is growing 
evidence of increasing risk of MI in young males, hence a 
younger age group was included in the study [10]. Age-matched 
healthy males (n=75) without any history of MI were enrolled as 
controls (Group 2). A relatively young age group was chosen, as 
the incidence of MI is drastically increasing in young Pakistani 
men [11]. Subjects with a previously known medical history 
of diabetes mellitus (either on insulin therapy or using oral 
hypoglycemic agents), hypertension, alcoholism, overt thyroid 
disease, or cardiovascular diseases were excluded from the 
study. 

Written informed consent was taken from the subjects on the 
study proforma before commencing the study procedures. 
Complete confidentiality of all data was ensured. Clinical 
history, examination and laboratory tests of patients were 
recorded. Assessments were done for comorbidities like 
diabetes mellitus, hypertension and obesity, which are 
implicated in the pathophysiology of MI, in order to eliminate 
the potential skewing of the data due to confounders. Blood 


pressure (BP) was measured from the brachial artery using a 
mercury sphygmomanometer after ensuring that the subject 
had 10 minutes of rest. Two readings were taken 10 minutes 
apart and their mean was recorded. Waist circumference (WC) 
was measured with a standard measuring tape, at the end of 
normal expiration to the nearest 0.1 inch, measuring at the 
narrowest point between the lower ribs and the iliac crest. WC, 
a constant measure of abdominal obesity, was employed due 
to ease of measurement. Unlike the waist-hip ratio, WC avoids 
taking hips into account as in addition to fat, hips comprise 
of skeletal muscle and bone, which do not have an adverse 
relationship with atherosclerosis, hypertension and diabetes. 
Independent of body mass index (BMI), WC has a strong 
association with mortality risk and is one of the criteria for 
metabolic syndrome [12]. Blood samples were collected in the 
morning between 8-10 am from subjects who were fasting for 
at least 6 hours. Blood (5 ml) was drawn from each subject in a 
5cc syringe by venipuncture following aseptic measures. Serum 
was separated by centrifugation, collected in serum cups and 
stored at -20 °C until analysis. Fasting blood glucose (FBG) was 
checked by enzymatic-colorimetric GOD-PAP end-point method 
using standard reagent (Glucose PAP SL, ELITech Clinical 
Systems, Sées, France) and reading was taken on the Microlab 
300 (ELITech Group, Puteaux, France) semi-automated clinical 
chemistry analyzer. Serum levels of fT3, fT4 and TSH were 
measured using standard enzyme-linked immunosorbent assay 
(ELISA) kits (CTK Biotech, Inc., Poway, California, United States) 
and read on an Epoch microplate spectrophotometer (BioTek 
Instruments, Inc., Winooski, Vermont, United States). SCH 
was defined as TSH above the upper limit of normal (4 mU/L) 
and fT4 within the normal range (9-25 pmol/L) ( Your guide 
to thyroid function tests. Harrogate, United Kingdom: British 
Thyroid Foundation; 2018. Available at: https://www.btf-thyroid. 
org/thyroid-function-tests). 

The data were statistically analyzed using Statistical Product 
and Service Solutions (SPSS; formerly statistical package for 
social sciences) version 20 (IBM® SPSS® Statistics 20.0 for 
Desktop Windows, IBM Corporation, Armonk, New York, United 
States). The Shapiro-Wilk test was applied to assess data 
normality. Data were described as mean + standard deviation 
(SD) for normally distributed continuous variables including 
fT3, fT4, TSH, FBG, diastolic and systolic blood pressure, and 
waist circumference. For categorical variables like the presence 
or absence of SCH, frequencies and percentages were given. 
Differences in categorical variables were evaluated by a 2x2 
contingency chi-square test, while group means were compared 
using the independent sample t-test. A p-value of less than 0.05 
was considered significant. 


Results 

The mean age (in years) in Group | was 43.59+7.42 years and in 
Group II was 42.28+8.96 years, with no difference between the 
groups (p=0.332). The two groups were compared for BP, FBG 
and waist circumference, but no difference was found since 
patients having hypertension, diabetes mellitus and obesity 
have already been excluded from the study. The systolic BP (mm 
Hg) in Group | was 123.80+15.22 compared to 123.33+14.8 in 
Group II (p=0.849). The diastolic BP (mm Hg) was 77.73+12.26 
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in Group | as compared to 78.13+10.23 in Group II (p=0.828). 
The waist circumference (in inches) was 36.6+2.94 in Group 
| as compared to 35.6+3.26 in Group II (p=0.47). FBG (mg/ 
dL) in Group | was 97.17+40.17 compared to 89.06+26.36 in 
Group II (p=0.15). In Group |, the frequency of SCH was 12% 
and in Group Il it was 5%. Levels of TSH (mIU/L) in Group | 
(2.51+1.40) and Group II (2.13+1.16) showed no difference (p 
>0.05). No difference was found in the levels (pmol/L) of fT3 
(Group | 4.58+0.42 vs. Group Il 4.51+0.67, p=0.44) and fT4 
(Group | 17.16+1.06 vs. Group II 17.41+2.77, p=0.46). Table 
1 summarizes the comparison of various study parameters 
between the two groups. 


Table 1. Group comparison of study parameters, including thy- 
roid hormone profile and clinical risk factors for MI 


Parameter Group | (n=75) Group II (n=75) p-value 
Age (years) 43.59+7.42 42.28+8.96 0.332 
Systolic BP (mm Hg) 123.80415.22 123.33414.8 0.849 
Diastolic BP (mm Hg) 77.73412.26 78.13+10.23 0.828 
WC (inches) 36.6+2.94 35,643.26 0.47 
FBG (mg/dL) 97.17+40.17 89.06+26.36 0.15 
TSH (mlU/L) 2.51+1.40 2.134 1.16 0.11 
fT3 (pmol/L) 4.58+0.42 4.51+0.67 0.44 
fT4 (pmol/L) 17.16+1.06 17.4142.77 0.46 
SCH; n (Sage) 9 (12%) 4 (5%) 0.15 


Discussion 

MI is a longstanding global health threat with more and more 
younger individuals becoming its victim. It is estimated that 
nearly one-fifth of all deaths in Pakistan are due to MI and its 
complications [13]. Besides the well-known risk factors, South 
Asian ethnicity has been identified as a predisposing factor 
for developing cardiovascular diseases at a younger age [14]. 
SCH has also been linked to the development of cardiovascular 
diseases by influencing lipid metabolism [15]. This study 
attempted to identify the link between MI and SCH in young 
Pakistani males. The overall prevalence of SCH in the present 
study population was 8.6 %, which is similar to the prevalence 
reported previously [16]. The prevalence of SCH in healthy 
individuals observed in the present study was also consistent 
with the findings of Alam et al. who reported a similar prevalence 
of SCH in the general Pakistani population [17]. Another study 
reported a slightly higher prevalence of SCH in the Dera Ismail 
Khan region of Pakistan [18], which could be attributed to a 
difference in the age group, as that study population included 
school-going children only. In the present study, 12% of the 
patients with MI have SCH, which is in accordance with the 
prevalence reported in the Rotterdam study [19]. 

The association of SCH with ischemic heart disease is a matter 
of debate. The present study did not demonstrate any link 
between SCH with MI. Previously, a longitudinal study with a 
20-year follow-up also did not show any increase in cardiac 
mortality from SCH [20]. More recently, no association has been 
demonstrated between unrecognized SCH and cardiovascular 
events or mortality [21]. In a meta-analysis by Rodondi et al., 
only severe SCH (TSH > 10 mlU/L) was found to be associated 


with cardiovascular diseases, but moderate SCH (TSH levels 
between 4.5-10 mlU/L) was not shown to correlate with MI 
[16]. No case of severe SCH was found in the present study, so 
the association of severe SCH with MI could not be analyzed. 
Contrary to the present findings, some studies have found a 
significant correlation between SCH and MI, possibly owing to 
age and gender differences between their study populations 
and ours, as well as their prospective design, which allowed 
for longitudinal assessment of cardiovascular outcomes in 
SCH [19, 22, 23]. Based on the current findings, the role of the 
treatment of mild to moderate SCH in the prevention of Ml 
cannot be suggested. Judicious prophylactic use of thyroxine in 
SCH has been shown to carry potential benefit, yet unwarranted 
administration of the same can lead to SCH [24]. 

The present study explored the role of SCH in MI in young 
men, as the risk of MI in young Pakistani males is on the rise. 
Most such studies have previously been conducted on females 
exclusively or on mixed populations [19, 23]. To the best of 
our knowledge, no such study has thus far been conducted to 
establish the correlation of MI with SCH exclusively in males, 
particularly in the local context. The present study is novel 
as it targeted a less explored aspect of MI pathophysiology 
in this part of the world, where the awareness of different 
manifestations of thyroid abnormalities is still lacking. Being 
a cross-sectional study, it could not suggest a cause-effect 
relationship. The study population comprised of male subjects 
only, so gender-based differences could not be assessed. 
The low frequency of SCH in both groups made it difficult to 
comprehensively study the correlation of SCH with MI. The 
majority of the study population belonged to areas that are not 
endemic for thyroid abnormalities, particularly related to iodine 
deficiency [25], hence the results may not be representative of 
the overall Pakistani population. 

Conclusion 

No relationship between SCH and MI could be inferred from the 
study and therefore, the treatment of SCH for cardioprotective 
benefits cannot be suggested. Whether to treat SCH to 
reduce the risk of future cardiovascular events still remains 
a controversial matter. The association of SCH with ischemic 
heart disease should be studied longitudinally on a larger cohort 
of the Pakistani population, with the inclusion of females and 
having a wider age range. 


Scientific Responsibility Statement 

The authors declare that they are responsible for the article’s scientific content 
including study design, data collection, analysis and interpretation, writing, some 
of the main line, or all of the preparation and scientific review of the contents and 
approval of the final version of the article. 


Animal and human rights statement 

All procedures performed in this study were in accordance with the ethical 
standards of the institutional and/or national research committee and with 
the 1964 Helsinki declaration and its later amendments or comparable ethical 
standards. No animal or human studies were carried out by the authors for this 
article. 


Funding: The authors extend their appreciation to the Deanship of Scientific 
Research, University of Hafr Al-Batin for funding this work through the research 
group project No. G-121-2020. 


Conflict of interest 
None of the authors received any type of financial support that could be considered 
potential conflict of interest regarding the manuscript or its submission. 


802 | Annals of Clinical and Analytical Medicine 


Subclinical hypothyroidism myocardial infarction 


References 

1. Lei L, Bin Z. Risk factor differences in acute myocardial infarction between 
young and older people: A systematic review and meta-analysis. Int J Cardiovasc 
Sci. 2019;32(2):163-76. DOI: 10.5935/2359-4802.20190004. 

2. Shah SIA, Hamza M, Saeed M, Haq I. Psychosocial risk factors of myocardial 
infarction: Turning threat to opportunity. Nepalese Heart J. 2020;17(2):1-5. DOI: 
10.3126/njh.v1 7i2.32671. 

3. Biondi B, Cooper DS. The clinical significance of subclinical thyroid dysfunction. 
Endocr Rev. 2008;29(1):76-131. DOI: 10.1210/er.2006-0043. 

4. Den-Elzen WP], Mooijaart SP, Ballieux BEPB, Cappola AR, Gussekloo J. Thyroid 
and cardiovascular risk. In: lervasi G, Pingitore A, Gerdes A, Razvi S, editors. 
Thyroid and heart. Cham, Switzerland: Springer; 2020. p. 205-27. 

5. Kim M, Yang H, Kang NR, Park JH, Jung YE. Association between subclinical 
hypothyroidism and metabolic syndrome among individuals with depression. J 
Affect Disord. 2020;264:494-7. 

6. Kc R, Khatiwada S, Deo Mehta K, Pandey P, Lamsal M, Majhi S. Cardiovascular 
risk factors in subclinical hypothyroidism: A case control study in Nepalese 
population. J Thyroid Res. 2015;2015:305241. DOI: 10.1155/2015/305241. 

7. Cappola AR, Desai AS, Medici M, Cooper LS, Egan D, Sopko G, et al. Thyroid and 
cardiovascular disease: Research agenda for enhancing knowledge, prevention, 
and treatment. Circulation. 2019;139(25):2892-909. 

8. Vargas-Uricoechea H, Bonelo-Perdomo A. Thyroid dysfunction and heart 
failure: Mechanisms and associations. Curr Heart Fail Rep. 2017;14(1):48-58. 

9. Chattergoon NN, Louey S, Scanlan T, Lindgren I, Giraud GD, Thornburg KL. 
Thyroid hormone receptor function in maturing ovine cardiomyocytes. J Physiol. 
2019;597(8):2163-76. 

10. Ge J, LiJ, Yu H, An Y. Acute myocardial infarction in young adults: Risk factors, 
clinical features, and management strategies. Cardiol Plus. 2017;2:21-5. DOI: 
10.4103/2470-7511.248220. 

11. Cheema FM, Cheema HM, Akram Z. Identification of risk factors of acute 
coronary syndrome in young patients between 18-40 years of age at a teaching 
hospital. Pak J Med Sci. 2020;36(4):821-4. DOI: 10.12669/pjms.36.4.2302. 

12. McGee S. Chapter 13 - Obesity. In: McGee S, editor. Evidence-Based Physical 
Diagnosis (Fourth Edition). Philadelphia, USA: Elsevier; 2018. p. 85-8.e1. 

13. Zubair F, Nawaz SK, Nawaz A, Nangyal H, Amjad N, Khan MS. Prevalence 
of cardiovascular diseases in Punjab, Pakistan: a cross-sectional study. J Public 
Health. 2018;26(5):523-9. 

14. Roberts R, Chang CC. A journey through genetic architecture and predisposition 
of coronary artery disease. Curr Genom. 2020;21(5):382-98. 

15. Delitala AP, Fanciulli G, Maioli M, Delitala G. Subclinical hypothyroidism, lipid 
metabolism and cardiovascular disease. Eur J Intern Med. 2017;38:17-24. 

16. Rodondi N, Den-Elzen WPJ, Bauer DC, Cappola AR, Razvi S, Walsh JP, et al. 
Subclinical hypothyroidism and the risk of coronary heart disease and mortality. 
JAMA. 2010;304(12):1365-74. 

17. Khan A, Khan MMA, Akhtar S. Thyroid disorders, etiology and prevalence. J 
Med Sci. 2002;2(2):89-94. DOI: 10.3923/jms.2002.89.94. 

18. Ramzan M, Ali |, Ramzan F, Ramzan F, Ramzan MH. Prevalence of sub clinical 
hypothyroidism in school children (6-11 years) of Dera Ismail Khan. J Postgrad 
Med Inst (Peshawar). 2012;26(1):22-8. 

19. Hak AE, Pols HAP Visser TJ, Drexhage HA, Hofman A, Witteman JCM. 
Subclinical hypothyroidism is an independent risk factor for atherosclerosis and 
myocardial infarction in elderly women: The Rotterdam Study. Annals Internal 
Med. 2000;132(4):270-8. 

20. Vanderpump M, Tunbridge W, French J, Appleton D, Bates D, Clark F, et al. The 
development of ischemic heart disease in relation to autoimmune thyroid disease 
in a 20-year follow-up study of an English community. Thyroid. 1996;6(3):155-60. 
21. Leng O, Razvi S. Hypothyroidism in the older population. Thyroid research. 
2019;12(1):1-10. 

22. Razvi S, Shakoor A, Vanderpump M, Weaver JU, Pearce SHS. The influence of 
age on the relationship between subclinical hypothyroidism and ischemic heart 
disease: A meta-analysis. J Clin Endocr Metab. 2008;93(8):2998-3007. 

23. Walsh JP, Bremner AP, Bulsara MK, O’Leary P, Leedman PJ, Feddema P, et al. 
Subclinical thyroid dysfunction as a risk factor for cardiovascular disease. Arch 
Intern Med. 2005;165(21):2467-72. 

24. Khan MA, Ahsan T, Rehman UL, Jabeen R, Farougq S. Subclinical hypothyroidism: 
Frequency, clinical presentations and treatment indications. Pak J Med Sci. 
2017;33(4):818-22. DOI: 10.12669/pjms.334.12921. 

25. Khattak RM, Khattak MNK, Ittermann T, Voélzke H. Factors affecting 
sustainable iodine deficiency elimination in Pakistan: A global perspective. J 
Epidemiol. 2017;27(6):249-57. DOI: 10.1016/j.je.2016.04.003. 


How to cite this article: 

Muhammad Imran Aftab, Madiha Ali, Bushra Anam Ali, Bilal Habib, Inamul Haq, 
Syed Imran Ali Shah. Is subclinical hypothyroidism a risk factor for myocardial 
infarction? A comparative study of a cohort of young Pakistani men. Ann Clin 
Anal Med 2021;12(7):800-803 


803 | Annals of Clinical and Analytical Medicine 


